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FIGURE 2 



1 50 

hCaspase-12 MADEKPSNGV LVHMVKLLIK TFLDGIFDDL MENNVLNTDE IHLIGKCLKF 

KW-Ap MADEKPSNGV LVHMVKLLIK TFLDGIFDDL MENNVLNTDE IHLIGKCLKF 

KW-Bp MADEKPSNGV LVHMVKLLIK TFLDGIFDDL MENNVLNTDE IHLIGKCLKF 

KW-Cp MADEKPSXGV LVHMVKLLIK TFLDGIFDDL MENNVLNTDE IHLIGKCLKF 

KW-Dp MADEKPSNGV LVHMVKLLIK TFLDGIFDDL MENNVLNTDE IHLIGKCLKF 

KW-Ep ' 

KW-Fp 

KW-Gp ' 

KW-Hp 

KW-Ip " ' 

KW-Jp MADEKPSNGV LVHMVKLLIK TFLDGIFDDL MENNVLNTDE IHLIGKCLKF 

KW-Kp MADEKPSNGV LVHMVKLLIK TFLDGIFDDL MENNVLNTDE IHLIGKCLKF 



51 100 

hCaspase-12 WSNAENLVD DITETAQIAG KIFREHLWNS KKQLSSALLE IQGAQPSGKL 

KW-Ap WSNAENLVD DITETAQIAG KIFREHLWNS KKQLSS 

KW-Bp WSNAENLVD DITETAQIAG KIFREHLWNS KKQLSS 

KW-Cp WSNAENLVD DITETAQIAG KIFREHLWNS KKQLSS 

KW-Dp WSNAENLVD DITETAQIAG KIFREHLWNS KKQLSS 

KW-Ep ' PSGKL 

KW-Fp AQPSGKL 

KW-Gp AQPSGKL 

KW-Hp AQPSGKL 

KW-Ip ' AQPSGKL 

KW-Jp WSNAENLVD DITETAQIAG KIFREHLWNS KKQLSS 

KW-Kp WSNAENLVD DITETAQIAG KIFREHLWNS KKQLSSALLE IQGAQPSGKL 
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201 250 

hCaspase-12 FMSHGILNGI CGTKHWDQEP DVLHDDTIFE IFNNRNCQSL KDKPKVIIMQ 

KW-Ap FMSHSILNGI CGTKHWDQEP DVLHDDTIFE IFNNRNCQSL KDKPKVIIMQ 

KW-Bp FMSHSILNGI CGTKHWDQEP DVLHDDTIFE IFNNRNCQSL KDKPKVIIMQ 

KW-Cp 

KW-Dp 

KW-Ep ....SILNGI CGTKHWDQEP DVLHDDTIFE IFNNRNCQSL KDKPKVIIMQ 

KW-Fp FMSHSILNGI CGTKHWDQEP DVLHDDTIFE IFNNRNCQSL KDKPKVIIMQ 

KW-Gp , 

KW-Hp 

KW-Ip FMSHSILNRI CGTKHWDQEP DVLHDDTIFE IFNNRNCQSL KDKPK 

KW-Jp FMSHSILNGI CGTKH 

KW-Kp FMSHSILNGI CGTKHWDQEP DVLHDDTIFE IFNNRNCQSL KDKPKVIIMQ 

251 300 

hCaspase-12 ACRGNGAGIV WFTTDSGKAS ADTHGRLLQG NICNDAVTKA HVEKDFIAFK 

KW-Ap ACRGNGAGIV WFTTDSGKAS ADTHGRLLQG NICNDAVTKA HVEKDFIAFK 

KW-Bp ACRGNGAGIV WFTTDSGKAS ADTHGRLLQG NICNDAVTKA HVEKDFIAFK 

KW-Cp GAGIV WFTTDSGKAS ADTHGRLLQG NICNDAVTKA HVEKDFIAFK 

KW-Dp GAGIV WFTTDSGKAS ADTHGRLLQG NICNDAVTKA HVEKDFIAFK 

KW-Ep ACRG ^ 

KW-Fp AC 

KW-Gp GAGIV WFTTDSGKAS ADTHGRLLQG NICNDAVTKA HVEKDFIAFK 

KW-Hp GAGIV WFTTDSGKAS ADTHGRLLQG NICNDAVTKA HVEKDFIAFK 

KW-Ip GAGIV WFTTDVEKAS ADTHGRLLQG NICNDAVTKV HVEKDFIAFK 

KW-Jp 

KW-Kp ACRGNGAGIV WFTTDSGKAS ADTHGRLLQG NICNDAVTKA HVEKDFIAFK 

301 350 

hCaspase-12 SSTPHNVSWR HETNGSVFIS QIIYYFREYS WSHHLEEIFQ KVQHSFETPN 

KW-Ap SSTPHNVSWR HETNGSVFIS QIIYYFREYS WSHHLEEIFQ KVQHSFETPN 

KW-Bp SSTP VQHSFETPN 

KW-Cp SSTPHNVSWR HETNGSVFIS QIIYYFREYS WSHHLEEIFQ KVQHSFETPN 

KW-Dp SSTP VQHSFETPN 

KW-Ep — ^ 

KW-Fp — 

KW-Gp SSTP VQHSFETPN 

KW-Hp SSTPHNVSWR HETNGSVFIS QIIYYFREYS WSHHLEEIFQ KVQHSFETPN 

KW-Ip SSTP VQHSFETPN 

KW-Jp 

KW-Kp SSTPHNVSWR HETNGSVFIS QIIYYFREYS WSHHLEEIFQ KVQHSFETPN 



hCaspase-12 
KW-Ap 
KW-Bp 
KW-Cp 
KW-Dp 
KW-Ep 
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KW-Jp 
KW-Kp 



351 

ILTQLPTIER 
ILTQLPTIER 
ILTQLPTIER 
ILTQLPTIER 
ILTQLPTIER 



374 

LSMTRYFYLF PGN* 
LSMTRYFYLF PGN* 
LSMTRYFYLF PGN* 
LSMTRYFYLF PGN* 
LSMTRYFYLF PGN* 
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L_a_aln 

Human Caspase-12 compared to Mouse Caspase-12 with CARD domain, ICE-p20 domain, 
ICE-plO domain and Active-site amino acids described. 

hCaspase-12 MA DSKPSNGVLVHMVKLLIKTFLDGIFDDLMENNVLNTDEIHLIGKC LKFWSNAENLV^ 60 
mCaspase-12 M AARRTHERD P I YKI KGLAKDMLDGVFDDLVEKNVLNGD ELLKI GES AS F I LNKAENLVE 60 
** .:. : ;* * * ;***.****.*.**** **; .*::.:*****: 

hCaspase-12 D I TETAQ I AGKI FREH LWNS KKQLS 85 

mCaspase-12 NFLEKTDMAGKI FAGHIANSQEQLS LQFSNDEDDGPOKI CTPS S PSES KRKVEDDEME VN 12 0 
:: *.:::***** *: **;;*** tauto catalytic 

hCaspase-12 SALLEIOGAQPSGKLKLCPHAHFHSLKTKRADEIYPVMEKER RTCLALN 134 

mCaspase-12 AGLAHESHLMLTAPHGLQSSEVQDTLKLCPRDQFCKIKTERAKEIYPVMEKEG RTRLALI 180 

:* :*.:: ...*****: :* ::**;**,********* ** 

tcalpain tcalpain 

hCaspase-12 IRNKEFNYLHNRNGSELDLLGMRDLLENLGYSWIKENLTAOEMETALROFAAHPEHOSS 194 
mCaspase-12 ICNKKFDYLFDRDNADTDILNiyiOSLLENLGYSVVI.KENLTAOEMETELMOFAGRPEHOSS 240 

hCaspase-12 DSTFLVFMSHGILNGICGTKHWDOEPDVLHDDTIFEIFNNRNCOSLKDKPKVIIMQACRG 254 
mCaspase-12 DST FLVFMSHG I LEG I CG VKHRNKKPDVLHDDT I FKI FNNSNCRS LRNKPKI L I MOACRG 3 00 * 

hCaspas e - 1 2 NGAG IV WFTTDSGKASADTHGRLLOGNI CNDAVTKMiyEjg^ 314 
mCaspase - 12 RYNGTI WSTNKGIATADTDEERVLSCKmTNS ITK^^ 360 

Tauto catalytic 

hCaspase- 12 GSVFIS^IJXYFREYS^^ 373 
mCaspase - 12 GSLFJJjgjJXLFIO^ 419 

Legend for Domains as calculated by PFAM 
CARD Domain xxxxxxx 
ICE-p20 Domain yyyyyyy 
ICE-plO Domain 22zzz^_z 

Active-Site Residues: h. . . c 

Calpain and Auto-catalytic cleavage sites determined for Mouse Caspase-1 2 
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H12_a_--1 

CLUSTAL W (1.7) multiple sequence alignment 

h_Caspase-3 

h_Caspase-7 

h_Caspas e -12 - 

m_Caspase-12 ^^^^^ 

h_Caspase-4 

h_Caspase-13 

h_Caspase-5 MFKGILQSGLDNFVINHMLKNNVAGQTSIQTLVPNTDQKSTSVKKD 

h_Caspase-l 

h_Caspase-6 

h_Caspase-8 MDFSRNLYDIGEQLDSEDLASLKFLSLDYIPQRKQEPIKDALM 

h_Caspa s e - 1 0 MKSQGQHWYS S SDKNCKVS FREKLL I IDSNLGVQDVENLKFLC I GLVPNKKLEKS S S ASD 

h_Caspase-9 MD^ 

h_Caspase-2 MAADRGRRILGVCGM 

h_Caspase-14 

h_Caspase-3 

h_Caspase-7 

h_Caspase-12 KPSNGVLVHMVK LI.IKTFLDGI- -FDDIiMENNVLNTDEIHLIGKCL-KFWSNAEN 

m_Caspase-12 RTHERDPIYKIK GLAKDMLDGV- -FDDLVEKNVLNGDELLKIGESA-SFILNKAEN 

h_Caspase-4 N-HRKKPLKVLE SLGKDFLTGV- -LDNLVEQNVLNWKEEEKKKYYD-AKTEDKVRV 

h_Caspase-13 K-HNKNPLKMLE SLGKELISGL- -LDDFVEKNVLKLEEEEKKKIYD-AKLQDKARV 

h_Caspase- 5 N-HKKKTVKMLR YLGKDVLHGV- -FISTYLAKHDVLTLKEEEKKKYYD-AKIEDKALI 

h_Caspase-l KVLKEKRKLFIR SMGEGTINGL- -LDELLQTRVLNKEEMEKVKREN-ATVMDKTRA 

h_Caspase-6 

h_Caspase-8 LFQRLQEKRMLEESNLSFLKELLFRINRLDLLITYLNTRKEEMERELQTPGRAQISAYRV 

h_Caspa s e - 1 0 VFEHLLAEDLLSEEDPFFLAELLYI IR - QKKLLQHLNCTKEE VERLLPTR - - QRVSLFRN 

h_Caspa s e - 9 ADRRLLRRCRLR LVEELQVDQLWDALLSS ELFRPHMI ED I QRAGSGSRRDQARQ 

h_Caspase-2 HPHHQETLKKNR VVL1AKQLLLSELLEHLLEKDIITI.EMREL.IQAKV- -GSFSQNVE 

h_Caspase-14 

h_Caspase-3 MENTEN SVDSK-SIKNLEPKIIH GSE 

h_Caspase-7 MADDQGCIEEQGVEDSANED SVDAKPDRSSFVPSLFS KKKKN 

h_Caspase-12 LVDDITETAQIAGKIFREHLWKS KKQLSSALL- -EIQGAQ PSG K 

m_Caspase-12 LVENFLEKTDMAGKIFAGHIANS QEQLSLQFSNDEDDGPQKICTPSSPSESKRKV 

h_Caspase-4 MADSMQEKQRMAGQMLLQTFFNID QISPNKKAHPNMEAGPP ESGES 

h_Caspase-13 LVDSIRQKNQEAGQVFVQTFLNID KNSTSIKAPEETVAGPD ESVGS 

h_Caspase-5 LVDSLR-KNRVAHQMFTQTLLNMD QKITSVKPLLQIEAGPP ESAES 

h_Caspase-l LIDSVIPKGAQACQICITYICEEDS YLAGTLGLSADQTSGNYLNMQDSQGVLSSFPA 

h_C aspase-6 MS S AS GLRRGH P AGG E EN 

h_Caspase-8 MLYQISEEVSRSELRSFKFLLQEEISKCKLDDDMNLLDIFIEMEKRVILGEGKLDILKRV 

h_Caspase - 1 0 LLYELSEGIDSENLKDMIFLLKDSLP - KTEMTSLSFLAFLEKQGK IDEDNLTCLEDL 

h_Caspase-9 LIIDLETRGSQALPLFISCLEDTG QDMLASFLRTNRQAAKLSKPTLENLTPWLRP 

h_Caspase-2 LLNLLPKRGPQAFDAFCEALRETKQGHLEDMLLTTLSGLQHVLPPLSCDYDLSLPFPVCE 

h_Caspase-14 

FIGURE 4 
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h_Caspase- 3 

h^Caspase- 7 

h_Caspase-12 

m_Caspase-12 

h_Caspase-4 

h_Caspase'13 

h_Caspase-5 

h_Caspase-l 

h_Caspase-6 

h_Caspase-8 

h_Caspase- 10 

h_Caspase-9 

h_Caspase-2 

h_Caspase-14 



SMDS- -GISLDN 

VTMRS- - IKTTRDRVPTV 

LKLCPHAHFHELKTKRADE 

EDDEMEVNAGLAHES--HLM LTAPHGLQSSEVQDTLKLCPRDQFCKIKTERAKE 

TDALKLCPHEEFLRLCKERAEE 

AATLKLCPHEEFLKLCKERAGE- - - 

TNILKLCPREEFLRLCKKNHDE- - - 

PQAVQD NPAMPTSSGSEGNVKLCSLEEAQRIWKQKSAE 

MTETDAFYKREMFDPAE 

CAQINKSLLKIINDY- -EEFSKERSSSLEGSPDEFSNGEELCGVMTISDSPREQDSE- - - 
CKTWPKLLRUIEKYKREKAIQIVTPPVDKEAESYOGEEELVSQTDVKTFLEALPQESWQ 

EIRK PEVLRPETPRPVDIGSGGFGDVGALESLRGNAD - - 

SCPLYKKLR LSTDTVEHSLDNKDGPVCLQVKPCTPEFYQTHFQ - - 



h_Caspase-3 

h_Caspase-7 

h_Caspase-12 

m_Caspase-12 

h_Caspase-4 

h_Caspase-13 

h_Caspase-5 

h^Caspase-l 

h^Caspase-e 

h_Caspase-8 

h_Caspase-10 

h_Caspase-9 

h_Caspase-2 

h_Caspase-14 



SYKMD YPEMGLCI I INNKN 

QYNMNFEKLGKCI I INNKN 

XYPVMEKERRTCLALNIRN 

J YP VMEKEGRTRL AL 1 1 CN 

lYPIKERNNRTRLALIICN 

lYPIKERKDRTRLALIICN 

jYPI KKREDRRRLAL 1 1 CN 

lYPIMDKSSRTRLALIICN 

-KYKMDHRRRGIALIFNHER 

SQTLDKVYQMKSKPRGYCLIINNHN 

NKHAGSNGNRATNGAPSLVSRGMQGASANTIiNSETSTKRAAVYRMNRNHRGLCVIVNiraS 

LAYILSMEPCGHCLI INNVN 

LAYRLQSRPRGLALVLSNVH 

MSNPRSLEEEKYDMSGARLA 



h__Caspase-3 

h_Caspase-7 

h_Caspase-12 

in_Caspase-12 

h_Caspase-4 

h_Caspase-13 

h_Caspase-5 

h_Caspase-l 

h_Caspase-6 

h_Caspase-8 

h_Caspase-10 

h_Caspase-9 

h_Caspase-2 

h_Caspase-14 



FH- 
FD- 
K-- 
K-- 
T-- 
T-- 
T-- 
E-- 
FF- 



- KS TGMTSRSGTDVDAANLRETFRNLKYEVRNK - NDLTREE I VELMRDVSKE 
- KVTGMGVRNGTDKDAEALFKCFRSLGFDVI VY - NDCS C AKMQDLLKKAS EE 
-EFNYLHNRNGSELDLLGMRDLLENLGYSWIKENLTAQEMETALRQFAAHP 
-KPDYLFDRDNADTDILNMQELLENIiGYSWLKEirLTAQEMETELMQFAGRP 
-EFDHLPPRNGADFDITGMKELLEGLDYSVDVEENLTARDMESALRAFATRP 
'EFDHMPPRNGAALDILGMKQLLEGLGYTVEVEEKLTARDMESVLWKFAARE 
-KFDHLPARNGAHYDIVGMKRLLQGLGYTVVDEKNLTARDMESVLRAFAARP 
-EFDSIPRRTGAEVDITGMTMLLQNLGYSVDVKKNLTASDMTTELEAFAHRP 
-WHLTLPERRRTCADRDNLTRRFSDLGFEVKCFNDLKAEELLLKIHEVSTVS 



FAKAREKVPKXHSIRDRNGTHLDAGALTTTFEELHFE I KPH - DDCTVEQ I YE I LKI YQLM 

p TSLKDRQGTHKDAEILSHVFQWLGFTVHIHNNVTKVEMEMVLQKQKCNP 

FCR E - SGLRTRTGSNIDCEKLRRRFSSPHFMVEVKGDLTAKKMVLALLELAQQD 

FTG EKELEFRSGGDVDHSTLVTLFKLLGYDVHVLCDQTAQEMQEKLQNFAQLP 

L ILCVTKAREGSEEDLDALEHMFRQLRFESTMKRDPTAEQFQEELEKFQQAI 
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h_Caspase-3 

h_Caspase-7 

h_Caspase-12 

m_Caspase-12 

h_Caspase-4 

h_Caspase-13 

h_Caspase- 5 

h_Caspase-l 

h_Caspase-6 

h_Caspase-8 

h_Caspase-10 

h_Caspase-9 

h_Caspase-2 

h_Caspase-14 



D- -HSKRSSFVCVLLSHGEEG IIFGTNG PVDLKKITNFFPGDKCRSL 

D- -HTNAACFACILLSHGEEN VIYGKDG VTPIKDLTAHFRGDr.CKTL 

E--HQSSDSTFLVFMSHGILN-- GICGTKHWDQEPDVLHDDTIFEIFNNTUTCQSL 

E--HQSSDSTFLVFMSHGILE GICGVKHRNKKPDVLHDDTIFKIFNNSNCRSL 

E--HKSSDSTFLVLMSHGILE QICGTVHDEKKPDVLLYDTIFQIFNNRNCLSL 

E--HKSSDSTFLVFMSHGILD GICGTMHSEEEPDVLPYDTIFRTFNNRNCLSL 

E--HKSSDSTFLVLMSHGILE GICGTAHKKKKPDVLLYDTIFQIFNNRNCLSL 

E--HKTSDSTFLVFMSHGIRE GICGKPCHSEQVPDILQLNAIFNMLNTKNCPSL 

HADADCFVCVFLSHGEGN HIYAYDA KIEIQTLTGLFKGDKCHSL 

D--HSNMDCFICCILSHGDKG IIYGTDG QEAPIYELTSQFTGLKCPSL 

A--HADGDCFVFCILTHGRFG AVYSSDE ALIPIREIMSHFTALQCPRL 

HGALDCCVWILSHGCQASHLQFPGAVYGTDG CPVSVEKIVNIFNGTSCPSL 

A--HRVTDSCIVALLSHGVEG AIYGVDG KLLQLQEVFQLFDNANCPSL 

DSREDPVSCAFWLMAHGREG FLKGEDG EMVKLENLFEALNNKNCQAL 



h_Caspase-3 

h_Caspase-7 

li_Caspas e - 12 

Tn_Caspase-12 

h_Caspase-4 

h_Caspase-13 

h_Caspase-5 

h_Caspase-l 

h_Caspase-6 

h_Caspase-8 

h_Caspase-10 

h_Caspase-9 

h_Caspase-2 

h_Caspase-14 



i 

TGKPKLF I IQACRGT - - ELDCGIETDSG VDDDMAC HKI P 

LEKPKLFF I QACRGT - - ELDDGIQADSG PINDTDANPR YKI P 

KDKPKVIIMQACRGN- -GAGIVWPTTD SGKASADTHG-RLLQGNIC- -NDAVTKA 

RNKPKI L I MQACRGR - - YNGTI VA^STN KG I ATADTDEER VLS CKWNNS I TKA 

KDKPKVI I VQACRGA- -NRGELWVRDSP ASLEVASSQSSENLE EDAVYKT 

KDKPKVI I VQACRGA- -NRGELWVSDSP PALADSFSQSSENLE EDAVYKT 

KDKPKVIIVQACRGE--KHGELWVRDSP ASLAVISSQSSENLE ADSVCKI 

KDKPKVI 1 1 QACRGD - - S PGWWFKDS V GVSGNLSLPTTEEFE DD AI KKA 

VGKPKI F 1 1 QACRGN - - QHD VP V I PLDV VDNQTEKLDTNI TE VD AAS VYTL 

AGKPKVFFIQACQGDNYQKGIPVETDS EEQPYLEMDLS SPQTRYI 

AEKPKLFF I QACQGEE I QP S VS lEADALN PEQAPTSLQ DSI 

GGKPKLFFIQACGGEQKDHGFEVASTSPEDESPGSNPEPDATPFQEGLRTFDQLDAISSL 

QNKPKMFF IQACRGDETDRGVDQQDGKN HAGSPGCEESDAGKE KLPKMRL 

RAKPKVYI IQACRGEQRDPGETVGGDE IVMVIKDSP QTI 

4r ■* <. - . ★ * * * 



h_Caspase-3 

h_Caspase-7 

h_Caspase-12 

m_Caspase-12 

h_Caspase-4 

h_Caspase-13 

h_Caspase-5 

h_Caspase-l 

h_Caspase-6 

h_Caspase-8 

h_Caspase-10 

h_Caspase-9 

h_Caspase-2 

h_Caspase-14 



VDA-DFLYAYSTAPGYYSWRNSKDGSWFIQSLCAMLKQYA-DKLEFMHILTRVNRKVATE 
VEA-DFLFAYSTVPGYYSWRSPGRGSWFVQALCSILEEHG-KDLEIMQILTRVNDRVARH 

HVEKDFIAFKSSTPHNVSWRHETNGSVFISQIIYYFREYS-WSHHLEEIPQ KVQHS 

HVETDFIAFKSSTPHNISVJKVGKTGSLFISKLIDCFKKYC-WCYHLEEIFR KVQHS 

HVEKDFIAFCSSTPHNVSWRDSTMGSIFITQLITCFQKYS-WCCHLEEVFR KVQQS 

HVEKDFIAFCSSTPHITVSWRDIKKGSLFITRLITCFQKYA-WCCHLEEVFR KVQQS 

HEEKDFIAFCSSTPHNVSWRDRTRGSIFITELITCFQKYS-CCCHLMEIFR KVQKS 

HIEKDFIAFCSSTPDNVSWRHPTMGSVFIGRLIEHMQEYA-CSCDVEEIFR KVRFS 

PAGADFLMCYSVAEGYYSHRETVNGSWYIQDLCEMLGKYG-SSLEFTELLTLVNRKVSQR 

PDEADFIiLGMATVNNCVSYRNPAEGTWYIQSLCQSLRERCPRGDDILTILT EVNYE 

PAEADFLLGLATVPGYVSFRHVEEGSWYIQSLCNHLKKLVPRMLKFLEKTM EIRGR 

PTPSDIFVSYSTFPGFVSWRDPKSGSWYVETLDDIFEQWA-HSEDLQSLLL RVANA 

PTRSDM I CG YACLKGT AAMRNTKRGS W Y I E AL AQ VFS ERA - CDMHVADML VKVN - AL I KD 
PTYTDALHVYSTVEGYIAYRHDQKGSCFIQTLVDVFTKRK GHILELLT EVTRR 
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h_Caspase-3 

h_Caspase-7 

h_Caspase-12 

nn_Caspase-12 

h_Caspase-4 

h_Caspase-13 

h_Caspase-5 

h_Caspase-l 

h_Caspase-6 

h_Caspase-8 

h_Caspase-10 

h_Caspase-9 

h_Caspase-2 

h_Caspase-14 



FESFSFDATFHAKKQIPCIVSMLTKE--LYFyH 

FESQSDDPHFHEKKOI P C WS MLTKE - -LYFSQ 

FET PNILTQLPTIERLSMTRYF- -YLFPGN 

FEV PGELTQMPTIERVSMTRyF--YLFPGN 

FET PRAKAQMPTIERLSMTRYF- - YLFPGN 

FEK PNVKAQMPTVERLSMTRYF- -YLFPGN 

FEV PQAKAQMPTIERATLTRDF- - YLFPGN 

FEQ PDGRAQMPTTERVTLTRCF - - YLFPGH 

RVDFCKDPSAIGKKQVPCFASMLTKK--LHFFPKSN- 

VSN- 'KDDKKNMGKQMPQPTFTLRKK- -LVFPSD 

KRTVWG-AKQISATSLPTAISAQTPRPPMRRWSSVS- 

VSV KGIYKQMPGCFNFLRKK- -LFFKTS 

REGYAPGTEFHRCKEMSEYCSTLCRH-LYLFPGHPPT 
MAEAELVQEGKARKTNPEIQSTLRKR- -LYLQ 



Legend : 

i Active -site Residues 
* Identical Residues 
; Conservative Substitution 
Allowable Sizbstitution 
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H12 b ~1 



CLUSTAL W (1.7) multiple sequence alignment 



h_Caspase-4 Maegn-hrkkplkv'lesl 

h_Caspase-5 MFKGILQSGLDNFVINHMLKimVAGQTSIQTLVPNTDQKSTSVKKDN-HKKKTVKMLEYL 

h_Caspase -13 MAEDK-HNKNPLKMLESL 

h__Caspase-12 MADEKPSNGVLVHMVKLX. 

h_Caspase-l MADKVLKEKRKLFIRSM 

h_Caspase-4 GKDFLTGVLDNLVEQNVLNWKEEEKKXYYDAKTEDKA;RVMADSMQEKQR^1AGQMLLQTFF 

h_Caspase - 5 GKDVLHGVFNYLAKHDVLTLKEEEKKiCYYDAKIEDKALILVDSLR - KNRVAHQMFTQTLL 

h_Caspase-13 GKELISGLLDDFVEKNVLKLEEEEKKKIYDAKLQDKARVLVDSIRQKNQEAGQVFVQTFL 

h_Caspase-12 IKTFLDGIFDDLMENNVLNTDEIHLIGKCLKFWSNAENLVDDITETAQIAGKIFR_£HLW 

h_caspase-i gegtinglldellqtrvlnk^:emekvkrenatvmdktralidsvipkgaqacoicityic 

: :*::::: **..*. .:. :*.: *:: : 

h_Caspase-4 N IDQISPNKKAHPNMEAG- -PPESGESTDALKLCP 

h_Caspase-5 N mdqkitsvkpllqieag- -ppesaestnilklcp 

h__Caspase-13 N IDKNSTSIKAPEETVAG- -PDESVGSAATLKLCP 

h_Caspas€ -12 N SKKQLSS - - ALLEIQGA- -QP - SGK LKLCP 

h_caspase-i eedsylagtlglsadqtsgnylnmqdsqgvi,ssfpapqavqdnpamptssgsegnvkl.cs 

: . . . , * : * * * . 

h_Caspase-4 HEEFLRLCKERAEEIYPIKERimRTRIJU.IICNTEFDHLPPRNGADFDITGMKELLEGLD 

h_Caspase-5 REEFLRLCKKNHDEIYPIKia^EDRRRLALIICNTKFDHLPARNGAHYDIVGMKRIiLQGLG 

h_Caspase-13 HEEFLKLCKSRAGEIYPIKERKDRTRLALIICNTEFDHMPPRNGAALDILGMKQLLEGLG 

h_Caspase-12 HAHFHELKTKRADEIYPVMEKER RTCLALNIRNKEFNYLHNRNGSELDLLGMRDLLENLG 

h_Caspase-l LEEAQRIWKQKSAEIYPIMDKSSRTRLALIICNEEFDSIPRRTGAEVDITGMTMLLQNLG 

h_Caspase-4 ysvdveenltardmesalrafatrpehkssdstflvlmshgilegicgtvhdekkpdvll 

h_Caspase - 5 ytvvdeknltardmesvlrafaarpehkssdstflvlmshgilegicgtahkkkkpdvll 

h_Caspase-13 ytveveekltardmesvlwkfaareehkssdstflvfmshgildgicgtmhseeepdvlp 

h_Caspase-12 YSWIKENLTAOEiyiETALROFAAHPEHQSSDSTFLVFMSHGILNGICGTKHWDOEPDVLH 

h_Caspase-l YSVDVKKNLTASDMTTELEAFAHRPEHKTSDSTFLVFMSHGIREGICGKKHSEQVPDILQ 

h_Caspase-4 YDTIFQIFNNRNCLSLKDKPKVIIVQACRGANRGELWVR-DSPASLEVASSQSSE-NLEE 

h_Caspase-5 YDTIFQIFNNRNCLSLKDKPKVIIVQACRGEKHGELWR-DSPASLAVISSQSSE-NLEA 

h_caspase-i3 YDTIFRTFNNRNCLSLKDKPKVIIVQACRGANRGELWS-DSPPALADSFSQSSE-NLEE 

h_Ca spa s e - 1 2 DDTIFEIFNNRNCQSLKDKPKVIIMQACRGNGAGI VWFTTDSGKASADTHGRLLOGN I CN 

h_Caspase-l LNAIFNMLNTKNCPSLKDKPKVIIIQACRGDSPGWWFK-DSVGVSGNLSLPTTE-EFED 

. * * * ^ .* .★*********★*.***★* ★ **■ 

h_Caspase-4 DAVYKTHVEKDFIAFCSSTPHNVSWRDSTMGSIFITQLITCFQKYSWCCHLEEVFRKVQQ 

h_CaspaS€-5 DSVCKIHEEKDFIAFCSSTPHNVSWRDRTRGSIFITELITCFQKYSCCCHLMEIFRKVQK 

h_Caspase-13 DAVYKTHVEKDFIAFCSSTPHNVSWRDIKKGSLFITRLITCFQKYAWCCHLEEVFRKVQQ 

h_Caspase - 12 DAyTI<^^Ejg)FlI^^ 

h_Caspase-l DAIKKAHIEKDFIAFCSSTPDNVSWRHPTMGSVFIGRLIEHMQEYACSCDVEEIFRKVRF 

* * ★**★**★ **.*★ .;* . .* *•*•**• 



h_Caspase-4 SFETPRAKAQMPTIERLSMTRYFYLFPGN 
h_Caspase-5 SFEVPQAKAQMPTIERATLTRDFYLFPGN 

h_caspase - 13 sfekpnvkaqmptverlsmtryfylfpgn 
h_Caspase - 12 ^F^IFMJ^JS&P^JLK^liW^lMEXhSP^^ 
h_Caspase - 1 SFEQPDGRAQMPTTERVTLTRCFYLFPGH 
*** * ** ::** ******; 
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CARD, domain. ICE'P2 0 Domain ICE^J^.i)__D_qrnain Active- site Residues 
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